Rare disease Background:
Background
Skin rashes are commonly encountered complaints in clinics and inpatient settings. Physicians rely heavily on their personal exposures in diagnosing rashes. We present a case where a patient's skin lesion was highly suggestive of herpes zoster, both in appearance and symptomatic sequelae, yet the actual diagnosis was a recurrence of metastatic amelanotic melanoma. Amelanotic melanoma is a rare type of melanoma characterized by a lack of melanin in the lesion, thus the lesions typically do not have the darkened appearance that is typical of a melanoma. Because of this atypical presentation, they often go unrecognized by physicians, leading to an increased time lapse for metastasis and poorer prognosis [1] .
There have been very few cases that document recurrence of melanoma in a "zosteriform transformation" after treatment of melanoma with chemotherapy, as demonstrated in our case. A literature review revealed seven such cases [2] [3] [4] . Zosteriform pattern consists of grouped vesicles on an erythematous base confined to a single unilateral dermatome. Zosteriform metastasis is usually painful, tender or pruritic, and is commonly confined to a single unilateral dermatome, adding to the potential for misdiagnosis [3] .
Case Report
A forty-nine-year-old man with an initially unknown past medical history (except recent treatment for herpes zoster) was brought to the emergency department for a right thoracic rash and skin lesions.
Physical examination revealed a middle-aged man, not in apparent distress but who appeared confused and could not provide his own history. Scars from previous staples were seen near the right scapular region. Skin examination was significant for a dark red papular skin rash in the right thoracic area roughly at the fourth and fifth intercostal areas (dermatomal T2 and T3 distribution) extending to posterior axilla where multiple hard lumps were palpated in groups. Lesions were tender with purulent discharge (Figures 1, 2 ).
Given the recent history of possible herpes zoster and immunocompromised status he was started empirically on acyclovir 1 g intravenously every eight hours. Yet it was the firmness of the skin lesions and the prominent axillary lymph nodes that prompted our team to proceed with skin biopsy to rule out an underlying malignancy.
Further information was obtained from the patient's family as well as from medical records received later in the admission. The patient had cutaneous melanoma two years ago in the right scapular area, which had been resected, and he had one cycle of chemotherapy but was not willing to continue treatment. He had a recent admission for another skin lesion in the same area (also resected).
Skin biopsy of the lesions demonstrated cells strongly positive for S-100 (the protein usually found in neural crest cells like melanocytes) and Melan-A (recently identifies melanoma-specific marker) immunostain [5, 6] . The biopsy was negative for CK AE1/AE3 immunostain, typically an epithelial/myoepithelial cell marker [7] . These findings supported the diagnosis of metastatic amelanotic melanoma (Figure 2A-2C ). Computed tomography (CT) of the chest showed evidence of subcutaneous invasion, lung metastasis, and metastatic bony lesions ( Figure 3A, 3B) .
Given the patient's poor functional status and minimal benefit of pursuing further treatment palliative care was consulted and the patient elected for discharge with hospice care. No further treatment was administered.
Discussion
Zosteriform metastasis is a cutaneous manifestation of malignancy resulting in a presentation typical of the dermatomal rash seen in reactivation of the varicella zoster virus. The histotypes in the literature include skin (most common being melanoma), breast, stomach, lungs, uterus, large intestine and kidneys [8, 9] . Due to the rarity of metastatic melanoma in the form of zoster-like lesions, it is important to consider a broad differential diagnosis of more common disease processes. The differential diagnoses can include herpes simplex virus, atopic dermatitis, superficial pyoderma, eczema, furunculosis, secondary/tertiary syphilis, post-herpetic granulomatous dermatitis, and sarcoidosis. In this case, the patient's history and overall presentation served to guide our investigation. Diagnosis can be made with a biopsy followed by histopathologic confirmation, and immunostaining, looking for S-100 and Melan-A markers, which are specific for melanoma [10] . While several hypotheses have been made to explain the pathogenesis, the exact etiology remains unclear. Some case reports suggest that previous varicella infections may facilitate subsequent metastasis either through Koebnerlike phenomenon or through neuronal injury or lymphatic invasion [8, 11, 12] . Others have suggested dorsal root ganglia involvement in the metastatic process or direct surgical cutaneous seeding after surgical resection of the previous lesion (which could explain why it involves areas in the vicinity 
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of the previous melanoma) [8] . An extensive review done by Voss et al. showed that surveillance for recurrent melanoma, especially after treatment for an advanced stage is crucial for better prognosis. This review also suggests the use of imaging with CT scan or positron emission tomography (PET) scan to assess regional lymph nodes [13] . In our case, surveillance and imaging were lacking on presentation which, together with new skin lesions, prompted the skin biopsy. There is no study data to suggest zosteriform presentation of melanoma specifically affects prognostication, however, cutaneous manifestations of metastasis generally carry a poorer prognosis [9] . Prior reported cases found lymphatic spread to be common [14] . Treatment for this type of melanoma is the same as a "traditional" melanoma, and is dependent upon the staging [15, 16] . Lesions are treated with supportive care and prevention of secondary infection including radiation therapy for the former and de-roofing or hydrocolloid dressings for the latter. Recent studies have shown that the immune modulator imiquimod 5% cream may lead to regression of metastases in some patients with melanoma [9, 17] .
Conclusions
Direct injury, neuronal involvement in metastasis after previous zoster infection, and lymphatic spread have all been suggested as possible pathophysiological mechanisms for zosteriform metastatic melanoma. There is a lack of clear evidence favoring any hypotheses owing to the extreme rarity of the disease. Even in the face of typical zoster lesions, physicians should consider the whole clinical picture as early diagnosis of recurrent melanoma with biopsy (aided by imaging when indicated by the initial tumor stage) can improve outcomes and prognosis.
